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Abstract
Objectives—Mean and visit-to-visit variability (VVV) of blood pressure are associated with an
increased cardiovascular disease risk. We examined the effect of hormone therapy on mean and
VVV of blood pressure in postmenopausal women from the Women’s Health Initiative (WHI)
randomized controlled trials.
Methods—Blood pressure was measured at baseline and annually in the two WHI hormone
therapy trials in which 10,739 and 16,608 postmenopausal women were randomized to conjugated
equine estrogens (CEE, 0.625 mg/day) or placebo, and CEE plus medroxyprogesterone acetate
(MPA, 2.5 mg/day) or placebo, respectively.
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Results—At the first annual visit (Year 1), mean systolic blood pressure was 1.04 mmHg (95%
CI 0.58, 1.50) and 1.35 mmHg (95% CI 0.99, 1.72) higher in the CEE and CEE+MPA arms
respectively compared to corresponding placebos. These effects remained stable after Year 1. CEE
also increased VVV of systolic blood pressure (ratio of VVV in CEE vs. placebo, 1.03, P<0.001),
whereas CEE+MPA did not (ratio of VVV in CEE+MPA vs. placebo, 1.01, P=0.20). After
accounting for study drug adherence, the effects of CEE and CEE+MPA on mean systolic blood
pressure increased at Year 1, and the differences in the CEE and CEE+MPA arms vs. placebos
also continued to increase after Year 1. Further, both CEE and CEE+MPA significantly increased
VVV of systolic blood pressure (ratio of VVV in CEE vs. placebo, 1.04, P<0.001; ratio of VVV in
CEE+MPA vs. placebo, 1.05, P<0.001).
Conclusions—Among postmenopausal women, CEE and CEE+MPA at conventional doses
increased mean and VVV of systolic blood pressure.
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Introduction
Evidence from randomized controlled trials has suggested that menopausal hormone therapy
has unfavorable effects on clinical outcomes including cardiovascular disease (CVD) and
stroke [1, 2]. Presently, hormone therapy is primarily recommended for the treatment of
perimenopausal symptoms, particularly in women younger than 60 years of age [3].
Hypertension is a major risk factor for stroke, myocardial infarction, heart failure, and atrial
fibrillation [4]. Some evidence suggests that hormone therapy may have beneficial effects on
some of the mechanisms hypothesized to be involved in the development of hypertension
including abnormal baroreceptor sensitivity, increased sympathetic tone, and arterial
stiffness [5–7]. However, previous studies examining the association between hormone
therapy and blood pressure have produced divergent results with some studies reporting an
increase in blood pressure levels or a higher risk of hypertension while other studies
reporting a neutral or antihypertensive effect of hormone therapy [8–12]. These prior studies
were typically limited by small sample sizes, cross-sectional design, and a lack of a
comparison group not taking hormone therapy. Further, few double-blinded, placebo
controlled randomized controlled trials have examined the effect of hormone therapy on
blood pressure in postmenopausal women.
Increased visit-to-visit variability (VVV) of blood pressure is associated with a higher risk
of cardiovascular events, independent of mean blood pressure and other possible
explanatory factors [13, 14]. We previously reported that higher VVV of systolic blood
pressure was independently associated with an increased risk of stroke in postmenopausal
women from the Women’s Health Initiative (WHI) trials [14]. Thus far, only a few studies
have examined the effect of hormone therapy on blood pressure variability over a 24-hour
period [15, 16] and no study, to our knowledge, has examined the effect of hormone therapy
on VVV of blood pressure. Therefore, in the present study, we determined the effect of
conjugated equine estrogen (CEE) alone and CEE plus medroxyprogesterone acetate (MPA)
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on mean blood pressure and VVV of blood pressure in postmenopausal women from the
WHI hormone therapy randomized controlled trials.
Methods
Sample Population
The WHI hormone therapy trials enrolled 27,347 US postmenopausal women 50 to 79 years
of age from 1993 to 1998 [1, 2]. Women were excluded for a variety of reasons including
competing medical conditions, concerns about safety, adherence or retention risks, as well as
anticoagulant use [17]. In the CEE trial, postmenopausal women with a history of a
hysterectomy (n=10,739) were randomized to receive 0.625 mg oral CEE (Premarin) or
matching placebo daily [2]. In the CEE+MPA trial, postmenopausal women with an intact
uterus (n=16,608) were randomized to receive 0.625 mg oral CEE + 2.5mg oral MPA
(Prempro) or matching placebo daily [1]. Study drug for both trials was administered in a
double-blind manner. The planned end date of treatment was 2005 for a mean follow-up of
8.5 years; however, CEE+MPA trial medications were stopped in 2002 and CEE
medications were stopped in 2004 after mean follow-up periods of 5.6 and 7.1 years,
respectively [1, 2]. These follow-up periods were used for the present analyses. The
protocols were approved by institutional review boards of the participating institutions; all
trial participants provided written informed consent.
Blood Pressure and Heart Rate Measurement
In the CEE and CEE+MPA trials, blood pressure and heart rate were measured at baseline
and each post baseline annual follow-up visit by certified staff using standardized
procedures and instruments. Appropriate cuff bladder size was determined at each visit
based on arm circumference. Blood pressure was measured in the right arm with a mercury
sphygmomanometer after the participant was seated and had rested for 5 minutes; 2
measures, taken 30 seconds apart, were recorded. Heart rate was measured manually once at
each visit.
Definitions of a Participant’s Blood Pressure at each Visit, and Randomization Group Mean
and VVV of Blood Pressure
A participant’s blood pressure at each visit was calculated as the mean of the 2
measurements. Mean and VVV of blood pressure were determined by randomization group.
For each participant, blood pressure trajectories across visits were estimated using linear
mixed effects (LME). Mean blood pressure by randomization group was estimated by
averaging the participant-specific blood pressure trajectories over the annual visits for each
group. Group-specific VVV was defined as the variation of participants’ observed blood
pressure around their respective trajectories, for each randomization group. The group-
specific definition of VVV complements participant-specific definitions of VVV (SD and
SDreg), as described previously [13, 14, 18]. The Supplemental Digital Content
(Supplementary Methods) provides additional details regarding the estimation of mean and
VVV of blood pressure for the present study.
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The Supplemental Digital Content (Supplementary Methods) provides additional details
regarding the ascertainment and definition of participant baseline characteristics and
covariates. Baseline characteristics of participants were compared by randomization arm in
both trials. For the primary analyses, we modeled systolic blood pressure at baseline and
during follow-up using longitudinal data analyses that were based on the intention-to-treat
principle. A piecewise LME model was used to assess the effect of hormone therapy on
systolic blood pressure at the first annual visit (i.e., difference in means at Year 1; active
treatment minus placebo) and whether the effect of hormone therapy changed through the
remainder of follow-up (i.e., difference in annual change after Year 1; active treatment
minus placebo). The effect of hormone therapy on VVV of systolic blood pressure was
assessed by dividing group estimates of within-participant variability (the ratio of VVV in
the active treatment vs. placebo arms) and statistical significance based on a test of
heterogeneity for the VVV between groups. These models were adjusted for age, race/
ethnicity, body mass index, and use of anti-hypertensive medications at baseline. The
Supplemental Digital Content (Supplementary Methods) provides further information on
how the effects of hormone therapy on mean and VVV of systolic blood pressure were
estimated.
Several exploratory subgroup analyses according to selected baseline characteristics were
performed. The subgroup analysis of mean systolic blood pressure included the subgroup
variable and the hormone therapy × subgroup interaction variables, and the statistical
significance of interaction was tested. In contrast to mean blood pressure, interactions for the
effect of hormone therapy on VVV cannot be directly examined in a LME model. Instead,
the effect of hormone therapy on VVV of systolic blood pressure was examined in analyses
stratified by subgroup (i.e. examining the effect of hormone therapy on VVV within a
particular subgroup): a k-degree of freedom test for heterogeneity was used to determine
whether the VVV between randomization groups differed for any of the k-levels of a
particular subgroup. Fifteen baseline characteristics were examined for each hormone
therapy trial for both mean systolic blood pressure and VVV, so six statistically significant
tests (p<0.05) would be expected on the basis of chance alone.
Analyses for systolic blood pressure were stratified by antihypertensive medication use at
baseline. As previous studies have suggested that calcium channel blockers and diuretics are
associated with reductions in mean blood pressure and VVV [19], antihypertensive
medications at baseline were further classified into use of calcium channel blockers without
diuretics, use of diuretics without calcium channel blockers, and use of other medications. A
sensitivity analysis was conducted to control for adherence, in which non-adherent women
were censored and inverse probability weighting was used to assure that randomization arms
remained balanced and that statistical estimates were valid. As described in the
Supplementary Methods (see Supplemental Digital Content), adherence to study
medications (either hormone therapy or corresponding placebo) was monitored at a clinic
visit six months and twelve months after randomization and annually thereafter. Adherence
to medications was monitored by weighing returned bottles if available, or by self-report for
the small percentage of women with a missed pill collection. A participant was classified as
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non-adherent if she took <80% of study pills (estimated by weight), stopped taking study
pills (by self-report if a pill collection was missed), or began taking non-WHI hormone
therapy. An additional sensitivity analysis also added a sensible constant (10 mmHg) [20] to
systolic blood pressure after a participant reported incident hypertension. Finally,
participant-specific VVV (SD and SDreg) of systolic blood pressure [14] were computed for
each participant and then randomization groups were compared (see Supplementary
Methods, Supplemental Digital Content).
The primary analyses were repeated for diastolic blood pressure (for the main effects and
subgroup analyses), and then separately for pulse pressure (for main effects analysis only).
Analyses of mean and VVV of blood pressure were pre-specified in our study but not pre-
specified in the original WHI hormone therapy trials. All statistical tests were two sided and
P values <0.05 were considered to be statistically significant. Analyses were performed
using SAS statistical software version 9.2 (SAS Inc, Cary, NC) and figures were constructed
by using R version 2.11 [21].
Results
Participant Characteristics of the CEE and CEE+MPA Trials
Supplementary Table 1 (Supplemental Digital Content) shows the baseline characteristics of
the participants by randomization arm in the CEE and CEE+MPA trials. In the CEE trial,
there was a significantly higher prevalence of bilateral oophorectomy in the placebo arm vs.
the CEE arm. There were no other significant differences in baseline characteristics between
the active medication and placebo arms in the CEE and CEE+MPA trials.
Effect of CEE on Mean Systolic Blood Pressure
In the CEE trial (Table 1 and 1st panel of Supplementary Figure 1), mean systolic blood
pressure during the intervention period was significantly higher in the CEE arm vs. the
placebo arm (P-Fit<0.001). Mean systolic blood pressure was 1.04 (95% CI 0.58, 1.50;
P<0.001) mmHg higher in the CEE arm than in the placebo arm at Year 1. After Year 1, the
difference in mean systolic blood pressure between treatment arms did not further increase
and remained stable (difference in annual change 0.07, 95% CI −0.05, 0.19 mmHg/year,
P=0.25).
There was no interaction between CEE and baseline antihypertensive medication use on
mean systolic blood pressure (Table 1 and 2nd panel of Supplementary Figure 1). There also
was no interaction (P=0.26) between CEE and baseline antihypertensive medication
category (calcium channel blockers without diuretics, diuretics without calcium channel
blockers, and other medications). The results for the primary analysis and interaction
analysis for baseline antihypertensive medication use did not change after excluding Year 1
blood pressure measurements (data not shown). As shown in Table 1, the effect of CEE on
mean systolic blood pressure at follow-up visits was modified by age (interaction P-
Fit=0.01), race/ethnicity (interaction P-Fit<0.001), and a history of CVD (interaction P-
Fit=0.003). The effect of CEE on mean systolic blood pressure at follow-up visits was
similar across other prespecified subgroups. The difference in mean systolic blood pressure
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at Year 1 between the CEE vs. placebo was significantly greater in younger participants
particularly among women aged 50–54 years (P=0.004). Additional analyses indicated that
this CEE × age interaction was not modified by bilateral oophorectomy status (3-way
interaction P-Fit=0.95). At Year 1, the systolic blood pressure difference associated with
CEE vs. placebo was also significantly greater in White and Hispanic participants (P=0.003)
and in participants without CVD history (P<0.001). The difference in annual change of
systolic blood pressure after Year 1 between the CEE arm and placebo arm was similar
across these subgroups (P>0.05 for all).
After accounting for study drug adherence by censoring non-adherent participants, the
difference in mean systolic blood pressure at Year 1 increased to 1.13 (95% CI 0.52, 1.74)
mmHg (P<0.001). Further, the difference in annual change of systolic blood pressure after
Year 1 increased and was statistically significant (0.25, 95% CI 0.07, 0.43 mmHg/year,
P=0.008), indicating that the effect of CEE on mean systolic blood pressure continued to
increase after Year 1. Supplementary Figure 1 (3rd panel) shows the effect of CEE on mean
systolic blood pressure at follow-up visits stratified by baseline antihypertensive medication
use and after accounting for study drug adherence. Further, as the Supplementary Figure 1
(4th panel) shows, additionally accounting for antihypertensive medication use during
follow-up in participants not taking antihypertensive medications at baseline further
increased the effect of CEE at Year 1 and also throughout the remainder of follow-up after
Year 1.
Effect of CEE+MPA on Mean Systolic Blood Pressure
In the entire sample (Table 2 and 1st panel of Supplementary Figure 2), mean systolic blood
pressure was significantly higher in the CEE+MPA arm vs. the placebo arm (P-Fit<0.001).
The systolic blood pressure was 1.35 (95% CI 0.99, 1.72) mmHg higher in the CEE+MPA
arm (P<0.001) than the placebo arm at Year 1 (Table 2). The difference in mean systolic
blood pressure between treatment arms did not further increase and remained stable after
Year 1 (difference in annual change 0.09, 95% CI −0.03, 0.21 mmHg/year, P=0.14). There
was no interaction between CEE+MPA and baseline antihypertensive medication use on
mean systolic blood pressure at follow-up visits (Table 2 and 2nd panel of Supplementary
Figure 2). There was also no interaction (P=0.20) between CEE+MPA and baseline
antihypertensive medication category. The results did not change after excluding Year 1
blood pressure measurements (data not shown). As shown in Table 2, the effect of CEE
+MPA on mean systolic blood pressure was modified by baseline systolic blood pressure
(interaction P-Fit<0.001), smoking status (interaction P-Fit=0.03), and vasomotor symptoms
(interaction P-Fit=0.04). The effect of CEE+MPA at Year 1 was significantly greater in
participants with higher baseline systolic blood pressure (P<0.001), whereas the effect after
Year 1 was similar across baseline systolic blood pressure levels. The difference associated
with CEE+MPA between the intervention arms was greatest among nonsmokers and
participants that were not experiencing moderate or severe vasomotor symptoms for whom
the stronger effects were additive and could not be solely attributed to either differences at
Year 1 or the subsequent follow-up period. The association between CEE+MPA and mean
systolic blood pressure at follow-up visits was similar across other prespecified subgroups.
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After accounting for study drug adherence, the difference in mean systolic blood pressure at
Year 1 increased to 1.48 (95% CI 1.02, 1.93) mmHg (P<0.001). Further, the effect of CEE
+MPA after Year 1 (i.e. the difference in annual change of systolic blood pressure)
increased to 0.28 (95% CI 0.11, 0.45) mmHg/year and was statistically significant
(P=0.001). Supplementary Figure 2 (3rd panel) shows the effect of CEE+MPA on mean
systolic blood pressure at follow-up visits stratified by baseline antihypertensive medication
use and after accounting for study drug adherence. Supplementary Figure 2 (4th panel)
shows the sensitivity analysis, which accounts for antihypertensive medication use during
follow-up in participants not taking antihypertensive medications at baseline.
Effects of CEE and CEE+MPA on VVV of Systolic Blood Pressure
In the CEE trial (Table 1), there was a small but statistically significant difference in VVV
of systolic blood pressure across visits between the CEE and placebo arms (ratio of VVV of
systolic blood pressure in CEE vs. placebo arms, 1.03, P<0.001). In contrast, in the CEE
+MPA trial (Table 2), there was no significant difference in VVV of systolic blood pressure
across visits between the CEE+MPA and placebo arms (ratio of VVV of systolic blood
pressure in CEE+MPA vs. placebo arms, 1.01, P=0.20). The results for both trials did not
change in analyses that excluded the baseline visit (data not shown). Ratios of VVV of
systolic blood pressure stratified by various subgroups in the CEE and CEE+MPA trials are
provided in Tables 1 and 2 respectively. In the CEE trial, similar to the entire sample, the
effect of CEE on VVV of systolic blood pressure was statistically significant across all
subgroups including baseline antihypertensive medication use (P<0.001 for all). This
difference was also statistically significant (P<0.001) across baseline antihypertensive
medication categories. In the CEE+MPA trial, similar to the entire sample, the stratified
analysis showed that there was no significant difference in VVV of systolic blood pressure
between the CEE+MPA versus placebo arm in subgroups of baseline antihypertensive
medication use (P=0.31), or antihypertensive medication categories (P=0.52). However,
CEE+MPA was significantly associated with an increase in VVV of systolic blood pressure
in women who were 5 to <10 years and ≥15 years from menopause (P=0.01), who had no or
mild vasomotor symptoms (P=0.02), had higher mean systolic blood pressure at baseline
(P<0.001), never smoked (P=0.04), and had left ventricular hypertrophy (P=0.01). The
effect of CEE+MPA was not significant in the remaining subgroups.
In sensitivity analyses, participant-specific VVV (SD and SDreg) were computed for each
participant and then randomization groups were compared. The results for participant-
specific VVV were similar to the results for group-specific VVV. The ratio of SD between
the hormone therapy arm and placebo arm was 1.03 (P=0.002) for the CEE trial and 1.01
(P=0.11) for the CEE+MPA trial. These ratios correspond to absolute differences in SD of
0.3 mmHg and 0.2 mm Hg respectively. Likewise, the ratio of SDreg between the hormone
therapy arm and placebo arm was 1.03 (P=0.003) for the CEE trial, and 1.00 (P=0.62) for
the CEE+MPA trial. These ratios correspond to absolute differences in SD of 0.2 mmHg and
0.1 mm Hg respectively.
After accounting for study drug adherence, the difference in VVV of systolic blood pressure
between CEE and placebo arms increased (ratio of VVV of systolic blood pressure in CEE
Shimbo et al. Page 7













vs. placebo arms, 1.04, P<0.001). Further, the difference in VVV of systolic blood pressure
between the CEE+MPA and placebo arms increased and was now statistically significant
(ratio of VVV of systolic blood pressure in CEE+MPA vs. placebo arms, 1.05, P<0.001).
Effects of CEE and CEE+MPA on Mean and VVV of Diastolic Blood Pressure
Mean diastolic blood pressure during the intervention period (Supplementary Table 2) was
not different between the CEE arm vs. the placebo arm (P-Fit=0.59). As was found with
systolic blood pressure, the effect of CEE on mean diastolic blood pressure was modified by
age (interaction P-Fit=0.003) and race/ethnicity (interaction P-Fit=0.01). Similarly, the CEE
× age interaction was not modified by bilateral oophorectomy status (3-way interaction P-
Fit=0.92). The effect of CEE on mean diastolic blood pressure was also modified by years
since menopause (interaction P-Fit=0.03) and prior hormone use (interaction P-Fit=0.02).
There was no significant difference in VVV of diastolic blood pressure between the CEE
and placebo arms (ratio of VVV of diastolic blood pressure in CEE vs. placebo arms, 1.00,
P=0.51). CEE significantly increased VVV of diastolic blood pressure in Black women
(Supplementary Table 2).
Mean diastolic blood pressure during the intervention period was not different between the
CEE+MPA arm vs. the placebo arm (Supplementary Table 3, P-Fit=0.26). The effect of
CEE+MPA on mean diastolic blood pressure was modified by age (interaction P-Fit=0.02)
and race/ethnicity (interaction P-Fit=0.02). VVV of diastolic blood pressure was modestly
lower in the CEE+MPA arm vs placebo arm (ratio of VVV of diastolic blood pressure in
CEE+MPA vs. placebo arms, 0.99, P=0.03). Further analysis showed that CEE+MPA
significantly decreased VVV of diastolic blood pressure in the following subgroups: women
who were <15 years from menopause, past or current users of hormone therapy, had body
mass index <30 kg/m2, never smoked or smoked in the past, and those without left
ventricular hypertrophy.
Effects of CEE and CEE+MPA on Mean and VVV of Pulse Pressure
Supplementary Tables 4 and 5 show the effects of CEE and CEE+MPA respectively on
mean and VVV of pulse pressure. The results are similar to the effects of CEE and CEE
+MPA on mean and VVV of systolic blood pressure at Year 1 and after Year 1.
Discussion
In the WHI hormone therapy trials, treatment with either CEE or CEE+MPA increased
mean systolic blood pressure compared with placebo. This effect was observed at Year 1
and remained stable throughout the rest of the follow-up period. Treatment with CEE
significantly increased VVV of systolic blood pressure whereas treatment with CEE+MPA
did not. After accounting for study drug adherence, the effects of CEE and CEE+MPA on
mean systolic blood pressure were stronger at Year 1 and the differences between the
intervention arms continued to increase after Year 1; in addition, both CEE and CEE+MPA
increased VVV of systolic blood pressure. Finally, CEE and CEE+MPA had no significant
effects on mean diastolic blood pressure and no consistent effects on VVV of diastolic blood
pressure.
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Several observational studies have previously examined the effect of hormone therapy on
blood pressure [8–12]. Some studies reported an increase in blood pressure levels or a higher
risk of hypertension [8, 11] while other studies reported either a neutral [9] or an
antihypertensive effect of hormone therapy [10]. Differences in study design, size and
characteristics of the study populations, the type of hormone therapy received (i.e.
unopposed estrogen or estrogen plus progesterone), and the dose and type of formulation of
hormone therapy (oral or transdermal) may all explain the discrepant results of these studies.
Few randomized controlled trials have examined the effect of hormone therapy on blood
pressure, and far fewer have been placebo controlled [22, 23]. For example, Scott et al. [22]
showed in a randomized placebo controlled trial of diabetic postmenopausal women (n=150)
that 2 mg oral estradiol hemihydrate and 1 mg oral norethisterone acetate (Kliofem) daily
had no effect on systolic nor diastolic blood pressure over 1 year follow-up. Steiner et al.
[23] examined the effect of 17B-estradiol on blood pressure in the Estrogen in the
Prevention of Atherosclerosis Trial (EPAT) in which a total of 222 healthy postmenopausal
women were randomly assigned to either 1 mg oral micronized 17B-estradiol daily or
placebo daily for 2 years. Compared with the placebo group, estrogen use did not change
systolic or diastolic blood pressure. However, treatment effects on systolic blood pressure
differed significantly by participant age with younger postmenopausal women on estradiol
having a greater increase in systolic blood pressure.
Our study adds important information to the existing literature on the effects of hormone
therapy on blood pressure. In two large randomized trial components of WHI, we
demonstrated that in postmenopausal women, oral CEE and CEE+MPA at conventional
doses both increased mean systolic blood pressure. In addition to White and Hispanic
participants and in participants without CVD history, the effect of CEE on mean systolic
blood pressure was stronger in younger postmenopausal women, particularly in the 50–54
years age range. This latter finding is consistent with the findings from prior studies that
showed that younger women have greater increases in blood pressure with hormone therapy
use [8, 23]. The effect of CEE+MPA was stronger in participants with higher baseline
systolic blood pressure, among nonsmokers and participants that were not experiencing
moderate or severe vasomotor symptoms. In contrast to the CEE trial, there was no
interaction of age on the effect of CEE+MPA on systolic blood pressure. The reasons for
these dissimilar findings are unclear.
Comparison of the CEE and CEE+MPA groups to corresponding placebo groups was a
major strength our study brings to the published literature. In the CEE arm (see 1st panel of
Supplementary Figure 1), mean systolic blood pressure continuously decreased over the
follow-up period. In the CEE+MPA arm (see 1st panel of Supplementary Figure 2), mean
systolic blood pressure decreased and then increased over the follow-up period with a
neutral net effect. In the absence of the placebo groups, these findings would lead one to
incorrectly conclude that CEE has beneficial effects on systolic blood pressure whereas CEE
+MPA has neutral effects. Similar to prior placebo controlled trials of antihypertensive
medications [24], in our study, systolic blood pressure in the placebo arm over the follow-up
period was lower than at baseline. However, it was consistently lower than in the CEE alone
or CEE+MPA arms during the intervention period. Stratification of each hormone therapy
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trial by baseline antihypertensive medication use was also informative. In those women on
antihypertensive medications at baseline, CEE or CEE+MPA attenuated the decrease in
mean systolic blood pressure over the follow-up period (see 2nd panel of Supplementary
Figures 1 and 2). In contrast, in women not on antihypertensive medications at baseline,
CEE or CEE+MPA increased mean systolic blood pressure to a level that was greater than at
baseline. These effects were stronger when accounting for antihypertensive medication use
during follow-up.
In the CEE trial, hormone therapy consisted of 0.625 mg/day of oral CEE (Premarin), and in
the CEE+MPA trial, hormone therapy consisted of 0.625 mg/day of oral CEE plus 2.5
mg/day of oral medroxyprogesterone acetate (Prempro). In the recent Kronos Early Estrogen
Prevention Study (KEEPS) [25], healthy women (n=727) who entered menopause within the
past three years were randomized to either low dose oral CEE (0.45 mg/day) or transdermal
estrogen (0.05 mg/day), both with cyclic oral micronized progesterone (200 mg/day for 12
days/month); or matching placebo for 4 years. Neither low dose oral CEE or transdermal
estrogen with cyclic oral progesterone was associated with changes in systolic or diastolic
blood pressure. Therefore, the effects of hormone therapy on blood pressure may vary as a
function of dose and/or mode of delivery.
Increased VVV of systolic blood pressure is associated with a higher risk of CVD events
[13, 14] and all-cause mortality [18]. Little is known about what factors increase VVV of
blood pressure. Animal studies suggest that hormone therapy may affect beat-to-beat blood
pressure variability [26]. Further, human studies suggest that hormone therapy may also
affect ambulatory blood pressure variability over a 24-hour period in postmenopausal
women [15]. Szekacs et al. [15] showed in an uncontrolled study that a combination of
estradiol and norgestrel for 19 weeks reduced ambulatory blood pressure variability in 34
postmenopausal women with treated hypertension. However, no effect of 17B-oestradiol
and norethisterone acetate on ambulatory blood pressure variability was observed in a
similar study by Kawecka-Jaszcz et al. [16]. In our study, only CEE significantly increased
VVV of systolic blood pressure; treatment with CEE and CEE+MPA both increased VVV
of systolic blood pressure in analyses that took into consideration study drug adherence.
The effects of CEE alone and CEE+MPA on mean systolic blood pressure were relatively
small in our study at Year 1 (1.04, 95% CI 0.58–1.50, mmHg, higher in the CEE trial, and
1.35, 95% CI 0.99–1.72, mmHg higher in the CEE+MPA trial). After accounting for study
drug adherence, the effects of hormone therapy on mean systolic blood pressure were
stronger at Year 1 and the differences between intervention arms continued to increase
annually after Year 1. Although modest, these effects on systolic blood pressure may have a
greater impact on a population level. Using results from a previous meta-analysis of 61
prospective studies [27], it is estimated for women aged 50–79 years old, stroke mortality
and ischemic heart disease mortality both increase by approximately 5 to 6% for every 1.5
mm Hg increase in systolic blood pressure. Therefore, the effects on systolic blood pressure
as observed in our study may be clinically relevant for a large population of postmenopausal
women who begin and are maintained on hormone therapy for perimenopausal symptoms.
These findings may be particularly relevant as the numbers of postmenopausal women are
expected to increase substantially with the projected growth of the older US population in
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the coming decades. Our study also identified several subgroups of postmenopausal women
who were at disproportionally higher risk for larger hormone therapy-induced increases in
systolic blood pressure. For example, in Hispanic women, CEE increased systolic blood
pressure at Year 1 by 4.06 mmHg. Women who demonstrated greater hormone therapy-
induced increases in systolic blood pressure may be at greater risk for CVD events. Finally,
the absolute differences in VVV between the hormone therapy arm and the placebo arm in
the CEE trial and CEE+MPA trial were small. It is unclear whether such modest differences
in VVV are clinically meaningful with respect to VVV-related outcomes in postmenopausal
women [14]. Future studies are needed to expand on the results of the present study, and to
determine the extent to which observed adverse effects of hormone therapy on mean and
VVV of systolic blood pressure explain increases in the risk of CVD including stroke that
are attributed to hormone therapy use.
Finally, in our study, CEE and CEE+MPA both increased mean pulse pressure, an indirect
measure of arterial stiffness. Given that arterial stiffness is associated with incident
hypertension [28] and also higher VVV of systolic blood pressure [29, 30], it is possible that
hormone therapy-induced increases in mean and VVV of systolic blood pressure in the WHI
hormone therapy trials are partially explained by the adverse effects of hormone therapy on
arterial stiffness. However, several small observational and randomized studies of
postmenopausal women in addition to animal studies have produced disparate results of the
effects of hormone therapy on more direct measures of arterial stiffness including pulse
wave velocity, distensibility and compliance [31–33]. Future research should clarify the role
of arterial stiffness in the effects of hormone therapy on mean and VVV of systolic blood
pressure.
Major strengths of the study are the well-characterized study population and the randomized
placebo controlled design of the WHI hormone therapy trials. Further, the very large sample
sizes for each of the trial components allowed for the examination of the effects of hormone
therapy on blood pressure across various subgroups. An additional strength of the study was
the careful and standardized assessment of blood pressure. Further, the participants in WHI
represent a diverse ethnic, geographic, and socioeconomic sample of women in the United
States, which increases the generalizability of the study results.
Some limitations should be acknowledged. It is possible that blood pressure readings were
affected by measurement error in our study. However, since the presence of measurement
error would have biased our results toward the null, it is likely that the effect of hormone
therapy on mean systolic blood pressure and VVV of systolic blood pressure would be even
stronger if measurement error were eliminated. Further, the primary analyses focused on the
main effects of CEE and CEE+MPA on mean and VVV of systolic blood pressure. The
results of the subgroup analyses and for diastolic blood pressure should be considered
exploratory, and false positives are possible, given the number of comparisons that were
conducted for these latter analyses. At each visit, blood pressure was measured in one arm.
Some guidelines [34] have recommended that blood pressure be measured in both arms with
the highest value used as the reference arm in the presence of an interarm difference.
However, the randomized controlled design element of both hormone therapy trials
eliminates any issues related to the arm in which blood pressure is measured. Further, the
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approach in WHI for blood pressure measurement is consistent with several population-
based studies [35, 36] or other large randomized controlled trials [37]. Finally, hormone
therapy is no longer accepted as an effective preventive strategy for chronic disease onset in
older women [3]. Although hormone therapy is still being prescribed for women with
vasomotor symptoms, the overall implications of our findings in clinical practice may be
limited.
In conclusion, the results from two large placebo controlled randomized trials of
postmenopausal women suggest that treatment with either oral CEE or CEE+MPA at
conventional doses modestly increased mean systolic blood pressure over the follow-up
period. There was no interaction of baseline antihypertensive medication use and the effects
of CEE or CEE+MPA on mean systolic blood pressure. Further, treatment with CEE
significantly increased VVV of systolic blood pressure whereas treatment with CEE+MPA
did not. After accounting for study drug adherence, the effects of CEE and CEE+MPA on
mean and VVV of systolic blood pressure increased in magnitude and were statistically
significant. These findings suggest that long-term use of hormone therapy may have adverse
effects on mean and VVV of systolic blood pressure. Future studies should examine the
degree to which these effects mediate the link between oral CEE or CEE+MPA at
conventional doses and a higher risk of CVD including stroke in postmenopausal women.
Supplementary Material
Refer to Web version on PubMed Central for supplementary material.
Acknowledgments
None.
Source of Funding: The WHI program is funded by the National Heart, Lung, and Blood Institute, National
Institutes of Health, U.S. Department of Health and Human Services through contracts N01WH22110, 24152,
32100-2, 32105-6, 32108- 9, 32111-13, 32115, 32118-32119, 32122, 42107-26, 42129-32, and 44221.
Anthony Bavry is a consultant for the American College of Cardiology’s Cardiosource, received honorarium from
Boehringer Ingelheim, and has received research funding from Novartis, and Eli Lilly.
References
1. Rossouw JE, Anderson GL, Prentice RL, LaCroix AZ, Kooperberg C, Stefanick ML, et al. Risks
and benefits of estrogen plus progestin in healthy postmenopausal women: principal results From
the Women's Health Initiative randomized controlled trial. JAMA. 2002; 288(3):321–333.
[PubMed: 12117397]
2. Anderson GL, Limacher M, Assaf AR, Bassford T, Beresford SA, Black H, et al. Effects of
conjugated equine estrogen in postmenopausal women with hysterectomy: the Women's Health
Initiative randomized controlled trial. JAMA. 2004; 291(14):1701–1712. [PubMed: 15082697]
3. Rossouw JE, Manson JE, Kaunitz AM, Anderson GL. Lessons learned from the Women's Health
Initiative trials of menopausal hormone therapy. Obstetrics and gynecology. 2013; 121(1):172–176.
[PubMed: 23262943]
4. Messerli FH, Williams B, Ritz E. Essential hypertension. Lancet. 2007; 370(9587):591–603.
[PubMed: 17707755]
Shimbo et al. Page 12













5. Morley Kotchen J, Kotchen TA. Impact of female hormones on blood pressure: review of potential
mechanisms and clinical studies. Current hypertension reports. 2003; 5(6):505–512. [PubMed:
14594572]
6. Saleh TM, Connell BJ. Role of oestrogen in the central regulation of autonomic function. Clinical
and experimental pharmacology & physiology. 2007; 34(9):827–832. [PubMed: 17645624]
7. Miura S, Tanaka E, Mori A, Toya M, Takahashi K, Nakahara K, et al. Hormone replacement
therapy improves arterial stiffness in normotensive postmenopausal women. Maturitas. 2003; 45(4):
293–298. [PubMed: 12927316]
8. Chiu CL, Lujic S, Thornton C, O'Loughlin A, Makris A, Hennessy A, et al. Menopausal hormone
therapy is associated with having high blood pressure in postmenopausal women: observational
cohort study. PloS one. 2012; 7(7):e40260. [PubMed: 22808129]
9. Karalis I, Beevers G, Beevers M, Lip G. Hormone replacement therapy and arterial blood pressure
in postmenopausal women with hypertension. Blood pressure. 2005; 14(1):38–44. [PubMed:
15823946]
10. Scuteri A, Bos AJ, Brant LJ, Talbot L, Lakatta EG, Fleg JL. Hormone replacement therapy and
longitudinal changes in blood pressure in postmenopausal women. Ann Intern Med. 2001; 135(4):
229–238. [PubMed: 11511137]
11. Wassertheil-Smoller S, Anderson G, Psaty BM, Black HR, Manson J, Wong N, et al. Hypertension
and its treatment in postmenopausal women: baseline data from the Women's Health Initiative.
Hypertension. 2000; 36(5):780–789. [PubMed: 11082143]
12. Ichikawa J, Sumino H, Ichikawa S, Ozaki M. Different effects of transdermal and oral hormone
replacement therapy on the renin-angiotensin system, plasma bradykinin level, and blood pressure
of normotensive postmenopausal women. Am J Hypertens. 2006; 19(7):744–749. [PubMed:
16814131]
13. Rothwell PM, Howard SC, Dolan E, O'Brien E, Dobson JE, Dahlof B, et al. Prognostic
significance of visit-to-visit variability, maximum systolic blood pressure, and episodic
hypertension. Lancet. 2010; 375(9718):895–905. [PubMed: 20226988]
14. Shimbo D, Newman JD, Aragaki AK, LaMonte MJ, Bavry AA, Allison M, et al. Association
between annual visit-to-visit blood pressure variability and stroke in postmenopausal women: data
from the Women's Health Initiative. Hypertension. 2012; 60(3):625–630. [PubMed: 22753206]
15. Szekacs B, Vajo Z, Acs N, Hada P, Csuzi L, Bezeredi J, et al. Hormone replacement therapy
reduces mean 24-hour blood pressure and its variability in postmenopausal women with treated
hypertension. Menopause. 2000; 7(1):31–35. [PubMed: 10646701]
16. Kawecka-Jaszcz K, Czarnecka D, Olszanecka A, Rajzer M, Jankowski P. The effect of hormone
replacement therapy on arterial blood pressure and vascular compliance in postmenopausal women
with arterial hypertension. Journal of human hypertension. 2002; 16(7):509–516. [PubMed:
12080436]
17. Design of the Women's Health Initiative clinical trial and observational study. The Women's
Health Initiative Study Group. Controlled clinical trials. 1998; 19(1):61–109. [PubMed: 9492970]
18. Muntner P, Shimbo D, Tonelli M, Reynolds K, Arnett DK, Oparil S. The relationship between
visit-to-visit variability in systolic blood pressure and all-cause mortality in the general population:
findings from NHANES III, 1988 to 1994. Hypertension. 2011; 57(2):160–166. [PubMed:
21200000]
19. Webb AJ, Fischer U, Mehta Z, Rothwell PM. Effects of antihypertensive-drug class on
interindividual variation in blood pressure and risk of stroke: a systematic review and meta-
analysis. Lancet. 2010; 375(9718):906–915. [PubMed: 20226989]
20. Cui JS, Hopper JL, Harrap SB. Antihypertensive treatments obscure familial contributions to blood
pressure variation. Hypertension. 2003; 41(2):207–210. [PubMed: 12574083]
21. Team, DC. R: A language and environment for statistical computing. Vienna, Austria: R
Foundation for Statistical Computing; 2010.
22. Scott AR, Dhindsa P, Forsyth J, Mansell P. Effect of hormone replacement therapy on
cardiovascular risk factors in postmenopausal women with diabetes. Diabetes, obesity &
metabolism. 2004; 6(1):16–22.
Shimbo et al. Page 13













23. Steiner AZ, Hodis HN, Lobo RA, Shoupe D, Xiang M, Mack WJ. Postmenopausal oral estrogen
therapy and blood pressure in normotensive and hypertensive subjects: the Estrogen in the
Prevention of Atherosclerosis Trial. Menopause. 2005; 12(6):728–733. [PubMed: 16278616]
24. Staessen JA, Fagard R, Thijs L, Celis H, Arabidze GG, Birkenhager WH, et al. Randomised
double-blind comparison of placebo and active treatment for older patients with isolated systolic
hypertension. The Systolic Hypertension in Europe (Syst-Eur) Trial Investigators. Lancet. 1997;
350(9080):757–764. [PubMed: 9297994]
25. Harman SM, Manson JE. New findings from the Kronos Early Prevention Study (KEEPS)
Randomized Trial. 2012 http://www.menopause.org/annual-meetings/2012-meeting/keeps-report.
26. El-Mas MM, Abdel-Rahman AA. Longitudinal assessment of the effects of oestrogen on blood
pressure and cardiovascular autonomic activity in female rats. Clinical and experimental
pharmacology & physiology. 2009; 36(10):1002–1009. [PubMed: 19413598]
27. Lewington S, Clarke R, Qizilbash N, Peto R, Collins R. Prospective Studies C. Age-specific
relevance of usual blood pressure to vascular mortality: a meta-analysis of individual data for one
million adults in 61 prospective studies. Lancet. 2002; 360(9349):1903–1913. [PubMed:
12493255]
28. Kaess BM, Rong J, Larson MG, Hamburg NM, Vita JA, Levy D, et al. Aortic stiffness, blood
pressure progression, and incident hypertension. JAMA. 2012; 308(9):875–881. [PubMed:
22948697]
29. Nagai M, Hoshide S, Ishikawa J, Shimada K, Kario K. Visit-to-visit blood pressure variations: new
independent determinants for carotid artery measures in the elderly at high risk of cardiovascular
disease. Journal of the American Society of Hypertension : JASH. 2011; 5(3):184–192. [PubMed:
21531344]
30. Shimbo D, Shea S, McClelland RL, Viera AJ, Mann D, Newman J, et al. Associations of aortic
distensibility and arterial elasticity with long-term visit-to-visit blood pressure variability: the
Multi-Ethnic Study of Atherosclerosis (MESA). Am J Hypertens. 2013; 26(7):896–902. [PubMed:
23537891]
31. Bui MN, Arai AE, Hathaway L, Waclawiw MA, Csako G, Cannon RO 3rd. Effect of hormone
replacement therapy on carotid arterial compliance in healthy postmenopausal women. Am J
Cardiol. 2002; 90(1):82–85. [PubMed: 12088791]
32. Angerer P, Kothny W, Stork S, von Schacky C. Hormone replacement therapy and distensibility of
carotid arteries in postmenopausal women: a randomized, controlled trial. J Am Coll Cardiol.
2000; 36(6):1789–1796. [PubMed: 11092645]
33. Tatchum-Talom R, Martel C, Marette A. Influence of estrogen on aortic stiffness and endothelial
function in female rats. American journal of physiology Heart and circulatory physiology. 2002;
282(2):H491–H498. [PubMed: 11788396]
34. Pickering TG, Hall JE, Appel LJ, Falkner BE, Graves J, Hill MN, et al. Recommendations for
blood pressure measurement in humans and experimental animals: part 1: blood pressure
measurement in humans: a statement for professionals from the Subcommittee of Professional and
Public Education of the American Heart Association Council on High Blood Pressure Research.
Circulation. 2005; 111(5):697–716. [PubMed: 15699287]
35. Howard VJ, Cushman M, Pulley L, Gomez CR, Go RC, Prineas RJ, et al. The Reasons for
Geographic and Racial Differences in Stroke Study: Objectives and Design. Neuroepidemiology.
2005; 25(3):135–143. [PubMed: 15990444]
36. Bild DE, Bluemke DA, Burke GL, Detrano R, Diez Roux AV, Folsom AR, et al. Multi-ethnic
study of atherosclerosis: objectives and design. American journal of epidemiology. 2002; 156(9):
871–881. [PubMed: 12397006]
37. Davis BR, Cutler JA, Gordon DJ, Furberg CD, Wright JT Jr, Cushman WC, et al. Rationale and
design for the Antihypertensive and Lipid Lowering Treatment to Prevent Heart Attack Trial
(ALLHAT). ALLHAT Research Group. Am J Hypertens. 1996; 9(4 Pt 1):342–360. [PubMed:
8722437]
Shimbo et al. Page 14



















































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































































J Hypertens. Author manuscript; available in PMC 2015 October 01.
